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The Hess B. and Diane Finestone Laboratory in Memory of Jacob and Jenny Finestone was
established in 1988. The intent of the donor was to honour the memory of Jacob and Jenny
Finestone, and the 80" birthday of Mr. Hess B. Finestone. A permanent endowment was created
at McGill University devoted to the advancement of medical genetics. The specific objectives of
the endowment are to a) fund research projects related to the field of medical genetics; b) fund
trainees in the field of medical genetics; and c¢) publicize the field of medical genetics through
the support of special lectures, visiting professorships and other appropriate means. Dr. David S.
Rosenblatt has been Director of the laboratory since its inception, and this annual report
describes the activity of his laboratory.

RESEARCH

The Hess B. and Diane Finestone Laboratory in Memory of Jacob and Jenny Finestone is located
at the Research Institute of the McGill University Health Centre (MUHC). Our facility is one of
two major international referral laboratories for the diagnosis of patients with inherited disorders
of folate and vitamin Bi2 transport and metabolism. It is involved in studying the biochemical
and molecular bases of these diseases. Since the MUHC has a CLIA certified cellular and
molecular diagnostic laboratory, advances in knowledge from research can be immediately
translated to clinical diagnostics.

Ongoing projects in the laboratory:

Using genome and RNA sequencing in patients with undiagnosed inborn errors of vitamin Bi2
metabolism following somatic cell studies

Assay of MTHFD1 specific activity is patients with variants in the MTHFDI gene

The hunt for causal mutations in patients with known inborn errors of cobalamin metabolism in
whom both causal mutations have not been found.

In addition, ongoing collaborations continue with groups at the NIH (Charles Venditti) and at
Baylor College of Medicine (Ross Poché¢) on mouse and zebra fish models of inborn errors of
cobalamin metabolism. Our laboratory provides specialized assays for vitamin Bi2 function in
cell lines derived from mice with defects in the pathway.

Other ongoing projects (Brian Gilfix) include the development of high resolution melting for
targeted mutation testing in alpha-1-antitypsin deficiency. In addition, Dr. Gilfix is collaborating
with Dr. Paul Goodyer to develop an in vitro model to study the effects of aminoglycoside
antibiotics on certain classes of detrimental mutations in genes associated inborn errors of
vitamin Bi2 metabolism. This is with the view to develop possible treatments for a number of
inborn errors.




RESEARCH OPERATING FUNDS

CIHR Operating Grant, P1 —2016-2019: This grant is for the use of next generation sequencing
to discover disorders of vitamin Bi12 metabolism. Funding Extension until 2021.

NIH, Co-Investigator-2019-2024: Ronin (Thap11) in Neural Crest Development. PI is Ross
Poch¢, Baylor College of Medicine
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Starting Balance

*Salary Support and Benefits

Conferences, Travel, Special Events

Phones, Computers, Printing, Couriers

Total Expenses

**Balance

$ 123, 595
$ 68,545
$ 6,868
$ 472
$ 78,885
$ 44,410

Research Associate: David Watkins (adjusted to include retro salary/benefits expense of $9117

(For FY20) transferred to 252879 June 1, 2020)
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